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mm^^ mmm 
m^m. 1 ] 

mmT^h-iy:^^i([im-t^mMt>^F a s T>^i?-X hT'^-5»*:Sl tela 
[0 0 0 1] 



1 
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1 0—1 4 9 5 3 



[0 0 0 2] 

fe-5F a sm#^ (Yonehara S. J. Exp. Med. , 169# 
, 1 74 7- 1 7 5 6M, 1 9 8 9^) lZJ:^X^m^tl. r:i<h-iyy^<Dty^ 

•i-jv^ms^i^BM-t-^mmmmtfcmx:^^, it oh n. Victor, Pas 
(DT ^ ^ mm^ii)^^T N F v-iE-;/ f( - y T ^ V -izm-r^z.ttimmhrc, (ce 

11, 66 233-243 1991^) » V?::^Fa s 

i5^n-->'^^$tl. Fas mRNA;5)^, ^^7.(DmB. ffp. 11$, ^i>lli, iP^-e 
l63^bTV>SZ:i:*^?f6^$tl3t (Watanabe-Fukunaga^, J. 
Immunol., 148 #, 1274-1279 1992^), 
[0 0 0 3] 

t hF a s UiS'^Fti, Fas $:^3^t--g>MlcM l^TT^ h - S^X Sr^^f 
-&^#:i^:5)-^^bT, N a g a t a ^IC J: U ^^^^fciKU /<y5^ K-efe-S (T 
akahashi T. International Immunolog 
y, 6#, 1567-1574 K> 1994^), H hF a s V itS> Fit. TN 

Fyr^v -izm-t^^^Mm4: 0 kixDimmmi^Mx. TNFineiaic, ^ 

i^p3X'3Mi^^J^^-t^tm:^^tlX\>^^ (Tanaka M. EMBO 
Journal, 14 1129-1135 1995^)o*t, tlhF 
a s U :ffy Kli V ^yl>Fasy:i!f>K(Suda T. Cell, 75#, 
1169-117 8K, 1 9 9 3i^) ^•^^T.F a s U:ib*> K (T a k a h a s 
hi T. ^, Cell, 76 969-976 1994^) ilM^fl 
^lCfeVNTl^V>/jN^nt?-$:^tbTfe»;> H hF a s V:^y KttH hF a s (D*^ 
T'^;< V'^JT.F a s $:=b^.^L, T jK h - S/X ^r^^-f-S 3 S „ m^IC, 

hF a s U:*'>K^tKT'i7XF a sVitfy K^, bF a s ^^mLTT^K 
h - i>X Sr^^-r S 3 ^ ;(j'T' ^ ^ o 
[0 0 0 4] 
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Tb^iiA/T-feU. F a s <Z)0flSl^fIii5c, ^IC-T^^F^-f^ (Death doma 

j^xj^^ u-—>vt>^m^-^nx^^^m> -iy^i-u-^^y-i^^mm (ice 
^s.tJ^*>'2>s©eB^5^3^m^^cfev^T, Fa s $::fr-r-&r3j<h-i^;^®MS*^ 

t.r=.. Fa s/Fa s U:i!/>F^liT3i<h-S/XJeA^®ti|g, if* 

y a g a k i N. KlJ*^^ 2 8#, 6 6 7- 6 7 5 K> 1 9 9 6^) o 
[0 0 0 5] 

, eBjS^5ffiBMJiat;TJi<h-S/>?.T'l^^$:ri€>*\ ^^*^©M^IC J: U 
[0 0 0 6] 
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H^m^m^<Dsm^ikm(Dmmmmit. ea^^A^Bs^t-'Sorig'fs (De k 

eyser J. , Neurology, 38 371'-'374H. 1988 
^) (DflfilC, ^>(JV7.mm (Carp R. I. Prog. Med. Vio 
1. , 24 #, 158-177 1978^) tlT V^S„ 

^mmt^^(D^m^mts:^m^Miz^:&mmm cs a i d a k. mmm^ 
lom. i963~i97iH 1 9 9 1^) 3&-#tf e>ti<53()\ z.(Dmmmv 

iner^. Neurology 39 1143 — 1149 H, 1989^ 

bT, im^D (Ben-Nun A^, Nature, 2 9 60 

~61H, 1981 TMilSU-fey^-C^5^> (J. I mmu n o 1, 1 

52^. 2510 H, 1994^, J. Immunol, 152 j^, 2520H 
, 1 9 9 4^) , ^P^^K^ (S c i e n c e, 259 1321 H, 19 

9 3^), ^-^^ \^Ti-Uir ( I mmu nol. Today, 14^, 602~ 

6 0 9K, 1 9 9 3^) ^tz.\%iiiCDAtfiW^<Dn^if^mi-^tlX\^^o Vfl^L 

mm■^m^^mt^^m^mht\,x\%^^i'J^\^, 

[0 0 0 7] 

ymm-t^i:Lmi^^(D-&^mm\ti o~i 4 Bmz^^mm.-^jiE(DmmmM'm 

V<^^m.t^. Z.Mm^^n^^^^mmm^ (experimental 
autoimmune encephalomyelitis, EAE) (DW-J^ 

(ADEM) (D'^m'^'r)\yt\^x-^<ti^hm±m\zm^-^nx^tz.. zms 
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K. Nature, 346 183 — 187 H, 1990^) ^e>*HC:^ 
[0 0 0 8] 

3£¥, #l§'l£^'fbSi: F a s/F a s U;?/> F^^:fr LfcT^K h - 
{CoV>T(Z)if^;b'^^$tlV'»Sc S ameer D. mt. t h#IStt^'fb^<© 

:tU^r7=> Kn-9->f hJCFa s (D|§3^$:ig«?)3t (J. Exp. Me d 

.,18 4 2361'-'2370S, 1996^)„Kimberly A. 
^ (J. Immunol., 158^, 3096~3099M, 1997i^);S: 
XJ^H anspeter W. ^(J. I mmu nol. , 158^, 3100 — 

3 103S, 1 9 9 7^) tt, F a st.t:iitF a s ViiSyV^a^m^m^^^":?::^ 

X'$>^^n^tll P r -e^X^itlig 1 d'T^7.tcm^^t=.^^^^it^(DW}^M 

Eileen A. ^ (J. Clin. Invest 
. , 98 #, 1602~1612M, 1996^) 'BtXf- Suzana M. ^( 
J. Exp. Med., 186 #, 507 — 515 S, 1997^)liigi::Jlp 
v^-^y^t.t=.\t& 1 d v^7X$:Mv^fc#5§tt^^b5^<^>^&%llli^*^e>> F a s/F 

. i-J&i)-^, ^lett^^fbS®^^^: F a s/F a s U:^*> Km5:/^LfcT3J<^- 

t-t:^. -'mizmmm\tmmo)mmnmi>^m<. ^^t:jc^#$ti:tF a s/f a s 

U55/> FJCJ:-STJKh-^>X$:^tI"r-5^^fri*\ fwM^I^T^Fa s/Fa sU:^* 

sv^^lF a s V:ffy \^^^mhr:L'7 ^ tmi:>m^m^^n^t>^ ^ o ti'^^mx 

31^E ^ IC T h - 5: -r-S3i:JCj:Se B:^^j£ra'l£3^m ® ^ 155 • 
[0 0 0 9] 
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[0 0 10] 

trjtt>%. ^mmit. rm<D^m '^mmizmir^^ox*:^^. 

(2) lsrlBT3Kh-i/XS:aiM-r-S#>M*^F a s T^^Jfrf-v?. (1) 

(3) mnr^h-ty7.^nm-t^!^Mt)^F a s - F a s U;ff> K©i^-a-^^ 

(4) t&|BT3Kh-i/X$:«lM-r-5#>g*'^F a s^^^*:T'fe-5 (1) - (3) 

(5) t«SBTJKh-i/X$:«Itf-t'5#»K*^tit;F a s Km#T'feS (1) 
- (3) 0V^•r4^*^^c|H^(Z)^R5•?&;^Mc 

(1) ~ (5) (D\^-tnmzmmoy=fm ' ^mn. 
3&-si¥*^e>^iiti-5^i>^< i:* 1 oT'fe-sT'fes (1) ~ (5) <r>\^^-mmzm 

[0 0 11] 
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^ti-Sc 0r^iimtm^itm^^'^vi^^itm^t^iinn^^m0t (Devi c^) 

^Wi^l^itG uillain-Barr e JE^SI^*^-^* ti^o 
[0 0 1 2] 

7t i± la w -r % ® 4x # c PS ^ $ ^ V ^ o 

:R#:6«HCliF a s T>^r2:^>^ h * fe«F a s - F a s U F<Z)^'^$:«lM 

®mPgT')i»Tb. F a s/F a s U (#tCT3Kh 
-^>X) $:flltl"r-&=fo«)T'&tili4tlcm^^ti-r, F a s U:**> F^b<iiF a 
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[0 0 13] 

smmi^. tfiFa sUi^. *iF a s U 5tf> K^if*:. F a s^L<«F a s U 
K^ite^tC^ff €>T>^-fe>X:ty dr^?^' K, F a s^L<liF a s V 

iSy KCDmRNAlC^f-r-ST^^^-fe^^^:^'; if^^iJ' K. Fas <Z)|fflJig|^fI 

ST3j<h-i/>^S:WS(I-rS%®^LTa, Fas ^ti^'T'&TjK h - i/X 
^^m^M-t^. Fas^^^ifc, tn.F a stjiil^^f^\%ijiF a s^JiSy'^ifi^fim 
*LV^„ $e>(C. mF a smft*:tttmF a s U:;?/> Fm#«^©?&3«^MI^fi5R 
O^tl^tiF a s *fcJd:F a s U:«'> F^rJ^Mil-rsmflcjbW* 
tl h(Dmm\Z\it\l V^^<DF a s t;t«F a s U > K5:MMi:t-<5m^*-r«i*5 
•^mt: hF a s in:#: ^ :t liSi t b F a s U F^f^s*^^* L V^„ 
[0 0 14] 

^fc, mF a s U;b*> Fm#«^^^^^*:^fettll h'fbmf**^* bV^. dp^ 

^nm.^M-yxy-i^'ct-^msi. (fr) ^^thsji^-e, i^mmk'^mM. (cd 

2[5:|§BH'eMV%SF a sr>^=r— X W09 5/1 3 2 9 Z^^JkmL 
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[0 0 15] 

^ m^ti^^^X^X^S^W^mC^KL (^lt##P- 1 5 0 0 2) . $ e>ic 
^^8^5H 9 H#T'MWIt;?)^e>HI^WffElC^^LJ^c (^l€#-S-FERM BP 
- 5 5 3 5) /^>ryu K-vF 9 19-9-1 8lCj; y M^$tl-5 VC?;^ F 9 1 
9 - 9 - 1 sm^^^W^ bV^M•^?fe-5„ 

2fi:|§q9T'fflV>StaF a s U :jtf > Km#:*:t«*t;F a s *iL#^lj:, ii!i^S^^e$:fUffl 
LTf^ig'r€>3i::ib^ai5f^'5c m^lfWO 9 5/1 3 2 9 3#^#:S:OTO 95/ 

0 2 2 9 o^^jkmmizi^m:^mti^mm^tix\^^. (.:^mmmit:i<D^m^B\m 

0 T^5t-t€>z:i:*^T*^-5„ MX.ISW0 9 5/1 3 2 9 3-i-(i5i?g©||J6Ml lC=^r^ 
[0 0 16] 

2^^^^CMv^-g> t: hfbta^ifJlix Riechmann L. Nature, 
332 323 1988^, 11023940 0 # 3 - n /N°#fF<i)^^, Q 
ueen^, Proc. Natl. Acad, Sci. USA, 86 100 
29-^, 1989^, WO90/07861 WO 92/11018 

Co^, Proc. Natl. Acad. Sci. USA, 88 #, 286 
9K^ 1991^, Co^, Nature, 351^, 501 19 9 1^:5. 
t>*C o^, J. I mmu nol. , 148^, 1149 K> 199 2^^^lC^^ 
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P 



> z-tit^^^x^^mmmcD-mn-r^o ) ^mm<Dt^m^j^mt.Lxi,t. wo 9 7 

/O 2 2 9 0■^^#®||^gM^Cgi5t$nTV^SV'^7:;^.^#F 919-9-1 8*1 
f!ic®CDRS:;t-rSti h^b^F a s U A*> K^#:*>#lf e,tlSo 
[0 0 17] 

:$i^mV^m^nX\f^^F a sM#<*:li, ^J>^< i:%F a s U 5?f > Kil^^-^- 

. 4t^C|S^$tl^V^o ^^©F a s ^M^'J^Cl JtJiL±CDT^ y 
gil*fett#*ni:VAo7tttS®^MS:^L. Fas V i^^y ]^ iKDm^f^n^mW 
L7^**, F a s/F a s V:j!/>K^©^ife#ffi (#C F a rS::n^*r-5 T3K h - 
S:M-rst)(D*^'^*4xSc :^flsS!HCl±, Fa s ^M^, "©^tM (t ru 
ncated form) Fas. ^ ^ jtt. Wi^ii y ^-^^ M^t^ltit 

mmizmm^tit^^(D^t)^^^ti^o ^fc, ^(Z)fi5f5h^-5F a sii±fB®tt5t 

[0 0 18] 

as, ^fettF a sMS&^Mi^i:ffi©^>A^'^i:©:^r:^^^>>'N°^e 

M^OTO 9 5/1 3 2 9 3-^<25i#®||j6Ml25LOTO 9 7/4 2 3 1 9 

Sfe, F a s ©N7f5)^lC:5?^$:;t1-<5F a s^#i*:t)^f* L<, Cl^xe)®-?*) 
T'=fe;#{C¥^8^3.g 1 4 H -f^f ft t? H < IS r^:^-T g-HH-tOX 
m^^^^^X^xm^^W^mfCWIfiL (^feS#P-l 5 5 1 AlLXS^^m 
#P- 1 5 5 15), -^^K^^Q^ZBQ H#T'MWK*^e>Hl^^f6tC#'t ( 
Sft#-^FERM B P- 5 8 5 4^5:yf^K#-^FE RM BP- 5 8 5 5)$ 
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^^Tv^S:^J©eA*^t^y^>^^ F (pMI 3 0 4 jSirjfpMl 3 17) IC3- K$ 
ttTV^SF a s p^^*: s hFas (nd29) - Fc (WO 97/4 2319-^ 
tiij^(3DllhFa sCDN7|5^(Z)l§i*^e>2 9#@*-^(7)T^/m^^ 

Zltx^®2[5:|gg3lcmv^S F a s^^#:tt, ^^^T ^^/iZ'f J: U F a s U 
[0 0 19] 

^mm-VmPS^n^F as^L/<liFas U KOst^^lC^-t-S T 

1^5^-5^ FifcliF a s^b< l±F a s U:*r> FcDmRNAlcMf 
er^^-fe^T.^rU □r^?^ Fl^, Fas * fcliF a s V:^'> F®^^^^ 

M-rs=b®xfeti«, ^®sB^jii^^$n^v>c -^^mtvxY^oQ 5/132 

9 3#^^©|lifeM2 OlC^^$tlTV>SF a s U F® T U =1" 

[0 0 2 0] 

n^^m^)mtmBiznhx'M.mmzn^=^mmt:Lxmm-t^:^iii)'^-^mx:& 

So 

[002 1] 
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mM^mmmm^. -^^izit^z^mizmcxmrnm. m^m. m^^m. umm. ^ 
mm^m. mmmmm. f^mm±M, ^M^m. u^m. mitm±M. mmm. 

[0 0 2 2] 

m^:^jtm^mn-t^z:ti)^'^^mx:&^o mxit. ^^n^om^. mo. oi~ 

(DmmiZiS^^Xmo. O l — l O 0mg/Kg©^H"^jg^;&^SI^4S:S#^-r 
Fas T>^rf-:^ Fas-Fas U FOM-^^r^Mt-^ifefM^ L < 

^F a s v:^^y\^mi^m(Dmm<Dr^h-iyp.^mm-t^mn^m^^t)^xm 

[0 0 2 3] 

s r>^:l-^h, F a s - F a sV:^y KcDM-^^rffilM-r-S^^^ L < l^mF 
[0 0 24] 
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[0 0 2 5] 

Je^T®Sa«^CfeV^TMV^§|liS#^i^mr$>IIF^C^V^T'^Mi:bTMV^e> 

2fi:5§^®mF a s ViSy K^^, H h-ffcmF a sVitfy ]^ifLi^j^XJ^F a s 
#(Z)igSSLa^rjKh-e/>?.ai0JMttliWO 9 7/0 2 2 9 0 -^^il^^jgit^WO 9 7 
0 /4 2 3 1 9-&ig;#©||JgMlC|§^$tlTVNSe 
[0 0 2 6] 

mmm i ^ :^ f a s u K^^o^m ^mRxfmm 

(1) ^x":7:;?.f a s V:ffy ^mi^oj^m 

"5r?gMv^XF a s U5tf> KWX2 (J. Immunology, 157^. 
3918-3924 K> 1 9 9 6^) a s V :^'y \^mm^M^t 

'7^y^cD4ovisy\^<Dmm\Hmm. mMmmmiB^v^mm^m^(D-^ (n 

>>!f-e/3>7T^^5f- (EF) ^n^-^©Te^lc;fr-5:^^^^ FS:f^i^t 
it (M izushima— Nagata, Nucleic Acids Res 
earch. 18^, 5 3 2 2 1 9 9 0 ^) „ -hlH:?'^ X ^ F &WR 1 9 L 
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T/NA:^^-S:fflv>fc„ y a >( y h%±r iy ^Ay h iim-^l^t:^ i x i o*^ m<D 

W4 0 L FLS:T;i/:jl-7/NAXi5f-®^TlC^-^L. l-?r,g^lCPB S ICJI^ 
L//c2 X 1 0*^ M0W4 0LFLS:^TlCS#L/7^o SejlCl-irH^, P B S 
fl^LfeSX 1 0^ M®W4 0 LFLS:7y KlCiS:-^L:feo 3 0^, vy 

AmmSk^W,*)li!,L. Vt7:;^*a:D-viffliiSP3-X6 3-Ag 8-U 1 (P3 

-ui) tmmm'^hr=.o hat^^ C\i^^i)-y^y-r^jzf7-vy-^^ 
't7XFa s visy\^izj:^mmmm^^^m't^fSii^m-t^/\4-:rv k-vf 

L IM 5 8 $:#fco 

(2) F L IM5 8<D^mi3J:Xfmm 

J^^CfV K- x'F L IMS 8 $:^jfil^^:NSHy bridoma-S FM (G I 

ECO BRL) izxmmh. "^(Dmm^m^zfu^^y-Aij^j^ (pros 

EP-A, Bioprocessing) Tffi^L, mMtiL^F L I M5 8 

fee m}^mmit2 8 0 nm<Dm^m^vm-}iiLtco 

[0 0 2 7] 

USSM 2 F a s U Km^^fsF L I M 5 8 ©#14^®^ 

(1) 

8M$^. DB A/1 J V't^^^.feilJfCSH/He Vi/X (H*^^-;i/ 
X • V7i-m) SrfflVNfec mv^7::?>F a s V:iSy \^tfLi^Fh IM58$:100m 
g/3 Oinl/kg0fflaT'M#iR;«)^b^^bfec tr=.ZiyhU-)\ymiZit^m 
:^J^7KS:3 Oml/k g®M»T'M#iilR;b^e>tg^Lfe„ 2m(D3hmt%lZ^ms 

Jlii/JN«) , Jlii?g*fb^6?J^S (GOT, GPT, ^mmm) , ^HBCJ;^^^?: 

(2) 

^V^7^F a s Km^FL IMS 8 ig^|^®iS##©#:MitiD, Jfil?S# 

^i^^Sffi (^Jlii3^, jfii/jN^R) , ilii?^^fb^«;^]S« (GOT, gpt. 
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-^^^^irJV^ adoptive transfer model) 



( 1 ) b«^^^j©^7^;i/®f^^ 

lmg/inl®H3 7 R aJ^^^®$:-g-^-rS:7n-r > b^^T^'^ A> h ( 
Difco Laboratories ig) 1 0 m 1 5: 1 0 0 0 m^, ^^WM. 
>i>b, m^tltc^WL^l. 6ml ®:7D^> h>p^^ri^^A> h (Difco 
Laboratories |g) {C|fML, H3 7 R a ^^^S^iM^rl^&fe 
^^Ti^^/'?^ b$:f^^Lfco bJrMfi3!5^:E:U (Sigm 

aig) ^2. 5mg/ml i:^ea:^{C^S:^i^7KlC^|^U ±j^0DH3 7Ra 
M^3^Sa^^l«*fe^^Ti^'^A>>i: 1 : IICM-^L. ;i/T~ n ^^M/N^ 

o 

JftH4, 1 iMfip. Lewi s^^y hS:5 0mg/kg©^>h7l;i/trt5f-A' ( 

i^B^mmm) ■km.'i^mzn^i,xmmhf=^^. m^k (Foot p a d) ic 

±T&<D:sL^)\^VnZ/0. 1 ml Sr^n^tlig^L/^c 1 4 H^, fl^Bi^lgmb, 

tr>-fe^y ^^fflv^T^5<^Lfe^, Mvi>b, nhM^Lmrnxw^o. oi7Mhu 

0^ mXraKDmrnXZ 5 M g/ml=E;i/^^y br^fijfl^ in U >JfeSttge. 2 
mM L-^*;i/^^> (S;?Kig^ig) , 1 0 %#i!l>fb F B S ( J R H Bios 
c i e n c eM) -g-^tRPMI 1 6 4 0^:^ (G I BCO B RL$g) ic^gx-ii 

5%mmits:;k:^:&rs7x:v3BmmmLrz.. mms^mmm^i, 0000 

tt. 1 liSfip, Lewis^^yhtCl. 2 X 1 0 2 m 1 >y h ODfflST 
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LT E A E ^ L fee 
[0 0 2 9] 

1 Omg/kg®^y"t7>?.F a s ViSy KJaf^FL IMS 8^m-mmmm<Dm 
0 (d a y 0) I3<fctjf#tfi6 0^ (d a y 6) lC^0M7&^bS#L.fcc 3 > h D 
-;Uf^fClj:. IEnJ\J^:^^- 7-^u:fV> (ROCKLANDSg) tf^h-fu^ 
>r>A:^7^AS:fflv^T5WSgLfcI gG$:^»^^L:to #^ SM^To h b^^Co 
(3)|?fllf 

TfBJCatf ^1 ®^7^xf5:-i;7'S:S}C5^®$:::^3T<b (Experiment 
al Neurology, 1 5 1 #, 221~2 2 8K, 1 9 9 5^) L, F 
L I M 5 8 
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[0 0 3 0] 



1 


1 


m M \ 


1 y^nr 


0 1 


JE ^ 1 


1 :^=iT 


0 .5 1 




1 3 T 


1 1 




1 :^nT 


2 1 




1 :^=iT 


3 1 




1 

1 :7.zJ7 


4 i 




1 ;^=iT 

1 


5 1 
1 


^ t 1 

! 



[0 0 3 1] 

(4) 
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